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The standari for obvio«snes. has been .swished over several years ot court cases, 
such as Gra^a. v. Jo„n Deere, 383 U.S. 1 .48 USPQ 459 (.966). and has cu,r„,na»d ,„ .he 
;:tls se. for* in |2.4..p.64 of .heMPEP .0 which *c 0«ce .us. adhere .o when 

making a determination of obviousness. , . v u a 

According .o MPEP p.42. an examiner ™us. n.ee. «,ree basic cri,ena .o estabhsh a 
™/.c,. case of obviousness: (!) .here n,„s.be some sugges.ion or n,o.iva.»n. e*er ,n 
rrefinces .hemse.ves or in .he ..ow.edge generally available .o one ofordmary s.m m 
1 « .o n-odify *e reference or combine reference cachings; (2, drere mus. be a reasonable 
of sLss. and (3) d,e prior ar. reference n.us. .ach or suggest all .he cla™ 

'""'"t will be demonsira^d below, one of sUill in .he ar, would no, combine ,he .eachmgs 
of Mar«n and Cao with any reasonable expecmtion of success. Furfter, Applican.s 

submi. d,a. .he Office has us^ impermissible s-ard for obviousness and has 
failed .o successh,lly rebu, Applican,s argumenis for non^obviousness. 

ne references fail .o preside a reaso^Me e^peemion ofsueee.s 
Ah iden.ical rejection was asser«d in .he frs. Office Action. In response « .h,s 
rejecion . App„can.s argued .ha. .e Examiner has no. es.blished a..™. /»c,c ca. of 
re,ec.,on, ^ ^^^^^^^ ,^11 in .he ar. would have been 

°"Ib:r:c.eri.lpo,ymeraseofC» 

aT;o:ever,.heAppHcan.submi.s«,a.ti.ecombinationof.heci.edref„ences 

11 no. have provided one of ordinary sUl, in *e ar. witi, a reasonable expeCation of 

AS „as „„ders.ood by one of ordinary s.il, in .he ar. ^^^.^^n^M^..,^ 
success. /vs .-■ ,,^i..(^A>p^Km.Prp.se to attach end-label 
A .1 r I iinl-nr,-ntir \P''^h^rjrhia coh\ polV< A) poiymciai. 

z:::::^;:^^^^ 1995.) states-. 

..The attachment of nucleotides to ^^^e 3; ^^^^^^^^^^ 

labelling of 3' ends of RNA "^o^fi" J™^ J" -^^ bases other than A are accepted 
UmitedtotheuseofATP and A^^^^^^^^^^ ^^^^ ^ ex^emely low 

much more poorly by *e enzyme^ ^^^^^^ 
efficiency as acceptor molecules The ^"'^•^J™^"* " oolymerase is not known. It 
end of RNA molecules by l^^^^-'f ffitKcreotides.... Tberefore no 

;:rssTs.^:n^Tre sX s rr :^ -a — --^^ 
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p„s«. can be.provided in a simple — «i,h one o, s.ve», „o„-«dio«ive 

marker groups." S4 1 

[Column 1, line 58 through column 2, line 54. J 

AS shown by Rosemeye, ..a,.. *ose of sM. in d,e art did no. believe i, was possible 
,„ US. a prokaryCc poly(A) polymerase u> end-label a ribonucleic acid witt, a non- 
X cLy llled ribonucl ecide. Thus, any a„.n,p. .o do so by con,b.nn,g .be e. ed 
It^ces of Mart. e. al. and Cao e. al. would no. bave been n,ade wi.H a reasonable 

'^^'C::o:::sdisc„ssedin.beprevious.sponse,Caoo.y»^^^^^^ 
CHscbericbiacoli,po.y(A)l»Wn.e»seb.sapo.en.aluseinn,RKA.«^ 

,io„ in Cao e. al of 4e polyadenylation of RNA using non-iad.oac..vely labeled 
,.bep.e„.appliea.ionisdi.^ 

ribonucleic acds * '"'-'^"7" one of 

:r po,yCA,polyn.«aseco.dbeused.oend.^^^ 

■wucleic acids witt. „„n-iadioac.ively labeled ribonucleotides. 

rt 1«, as discussed in .be previous response, *ere are many importan. 
d,,feren~ene„,.ryo.ca„dpro,caryoriepo.y(A)po,ymerases.Pore.a^^^ 

r:bed.„Sar.ar,<Annn..ev.B.oebem(l,.,e..n3..>.P™— ^2 

mRNAs. (Sa^ka . p . J „f „o„.„dioactive end-labehng 

°' polymerase, would no. bave provided one of ordinary skill 

KNA "^^^-'-'''"^^^Z'^^^ of successbecause of.be significan. differences 
in me art w,.b any reasonable „„„ differences 

r::r:-;r;::riirU.aswasgeneraiiy.ow^^ 

the time the invention was made. 
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Thus .he difnculto encountered by past researehers coupled with the significant 
differences between prokaryotic and euk^otic poIy(A) polymerases, would no. have 
permitted one of ord.nary s.i.1 in the artto combine the teachings of Martm e. al. (fluorescen. 
end-labeling of the 3'-e„d of RNA using eukaryotic poly(A) polymerase) and Cao e. .1. 
(mKNA polyadenylation using bacterial poly(A) polymerase) with any reasonable 
expeCion of success. I. was no. until after «,e time of the Applicant's worl. as reported m 
the present application, that one of ordinary slcill in the art would have had a reasonable 
IXtion Of success in attaching non-r^ioactively (fluoreseently) labeled ribonucleo..des 
to fte 3' end of ribonucleic acids wi* prokaryotic po,y(A) (bacteria.) polyrnerase. 

AS the Exammer has s««>d in this Office Action "Applicant is hereby n„t,fied that 
unction of an enzyme and end-labeling of a substrate o, that en^e are two comp ete^y 
different phenomenon. In view of the Examinefs comments, how would one of stall m *e 
~ng the biological thnction of a bacterial poly(A) polymerase be able to pre^ltct «,a 
2 it would be able to end-labe, a substrate if the thnction of an en^e and end abehng of a 
substrate of tha. enzyme are two completely different phenomena. The Appbeants 
:!;ctM,y submit .hat the Examinefs statement fully supports the Apphcants' posthon tha. 
oneofskillindieartwouldnotbeabletomakesuchapredictton. 

AS previously ass^ted, ^e claimed ki.s are no.p.../... obvious to one Mvtn 
ordinary skill in the art at the fime .be inven.on was made because one of ord,nary sk„l m * 
:„ wol no. have coupled U.e prokaryofic poly(A) polymerase 

Lied ribonuc.eot.de in a kit for use in end-labeling ribonucleic acids, due to a lack of 
reasonable expectation of success in using *e .wo reagen.s »ge.ber for any purpose. 

The Office uses an impermissible slandardfor obviousness and has failed ,o 
successfully rebul Applicants arguments office 

In rebu«,ng .he Applican.s.s argumenrs in response .o .he re)ec«n of .he firs. Office 
ACion .he presen. Office Action suted -Tltis argument is not persuasive, espec.ally » th 
Of strongmo.iva.onprovidedbyCaoe.a,sinceCaoe.a, state..— 

of the gene tor the second E. coll poly(A) polymerase opens the way for me deta.led 
Itigation of the meUbolic role of mRN A polyadenylation by snrdying .he c„nse<,„e„ e 
oTdlpfion of eLher or bo.h of *e poly,A, polymerase genes (Page 1I5S5, Column 2. las. 

sentence"." 
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The Applicants «spec.folly assert that the Office has used an impermissible sUndard 
in maWng this obviousness rejection. Further, the Applicants respectfully assert *a. the 
Office has provided no evidence to rebut dte Applicant's previous arguments and show that 
the subject invention is obvious. ^^^^ 

The Courts {In re O'Farrell, 853 t.ia KV^, vuj / v 
,988)) and the MPEP (5 2145X.B) very clearly state *at an invitation to "explore a new 
ec Jology or general approach that seemed to be a promising field of e,cper,me„ta„on ,s not 
«,e standard that is used for obviousness. Such a standard "would no, only be contrary to 
11 but result in a marked deterioration of the entire pat^tt system as an incenttve o mvest 
in those efforts and attempts which go by flte name o, "research"." ,n re To. .n.on 6, F.2d 
928 150 USPQ 623 (CCPA 1966). As such, the test of obviousness is therefore no. a 
det:m,ination of what prior art would have led a s«llcd person ,o ,ry. In odter word, any 
obvousness rejection that is based on an invita^on to "explore a new 

:Led to be a promising field of experimentation" is based on an impermtsstble standard for 

°'™Tlblishing this rejecfion and in rebutting the Applicants' arguments the Office 
states that motivation to use Cao's pro.a.yo«c poly(A, polymerase in the methods of M rhn 

found in Cao, who states "^e idenhfication of *e gene for the second c„ poly(A) 
polymerase opens the way for the detailed investigation of the metabohc role o .PKNA 
rordenylation by sh.d^ng the consequences of disruption of either or both of the poly< A) 

.-". ^e Office Action states that one of sBll in the art would have combmed 
Tao-s polymerase into Martin's methods in order to further the investigation, and. as such. 
1 f si 1 in the art would have found motivation to combine the references. In other words, 

.hat .he .scovery of the second E. coli poly(A) polymerase gene '.pens^e w^ 
for a defiled investigation" of mRNA meubolism, and *c Office Actton subm.ts that th,s 
investigation would lead to the claimed invention. 

The Applicants respectfully submit that Cao's statement merely represettts a,^ 
.nvitation to perform a detailed exploration into mRNA metabolism u.ing a actenal poly(A) 
polymerase. This statement would not have led one of sWll in the a« to combme the 
^nces of Martin and Cao. and would not have led one of sltiU in — ^ ^ 
elaimed invention. Cao's s«nt represents nothing more than an .nv.™ to explore a 
n!rtlology or general approach that seemed to be a promising field of expenmentabon 
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Because the Office has used a similar approach to establish the obviousness of Claims 21, 34, 

35 and 42-44 as Claims 17-20, 24-26, 28-32 and 36-41, the Office has also used an 

impermissible standard for obviousness in this rejection. 

Based on the foregoing, it is respectfully submitted that the Examiner has attempted to 

establish obviousness by determining what the prior art would have led a skilled person to try, 
rather than what the prior art would have let a skilled person to do. As such, the Office has 
not established a ^rov^r prima facie case of obviousness. Furthermore, as demonstrated m the 
Applicant's previous response, one of skill in the art would not combine the references wxth 
any reasonable expectation of success. Accordingly, this rejection of Claims 27, 34, 35 and 
42-44 under 35 U.S.C. §103(a) maybe withdrawn. 

Tl.e Applicant respectfully submits that all of the claims are in condition for 
allowance, wh.ch action is requested. If the Examiner finds that a telephone co- 
would expedUe the prosecution of this application, please telephone ™tewart a 6 0 
485 2386 The Commissioner is hereby authorized to charge any fees under 37 C.F.R. §§1.16 
and 1.17 which may be required by this paper, or to credit any overpayment, to DeposU 
Account No. 50-1078. 

Respectfully submitted, 
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